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2005:1329720 ZCAPLUS Full-text 
144:69841 

Preparation of 3-phenyltetrahydrocinnolin-5-ol 

derivatives as antitumor agents 

Sato, Yoshitaka; Suzuki, Yoshikazu; Yamamoto, 

Keiichiro; Kuroiwa, Shunsuke; Maruyama, Sakiko 

Nippon Kayaku Kabushiki Kaisha, Japan 

PCT Int. Appl., 41 pp. 

CODEN: PIXXD2 

Patent 

Japanese 

1 



PATENT NO. 



APPLICATION NO. 



WO 2005121105 Al 20051222 

W: AE, AG, AL, AM, AT, AU, AZ, BA, 

CN, CO, CR, CU, CZ, DE, DK, DM, 

GE, GH, GM, HR, HU, ID, IL, IN, 



WO 2005-JP10494 20050608 

BB, BG, BR, BW, BY, BZ, CA, CH, 

DZ, EC, EE, EG, ES, FI, GB, GD, 

IS, JP, KE, KG, KM, KP, KR, KZ, 
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LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


, MD 


, MG, 


MK, 


MN, 


MW, 


MX, MZ, NA, 




NG, 


NI, 


NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


, PT 


, RO, 


RU, 


SC, 


SD, 


SE, SG, SK, 




SL, 


SM, 


SY, 


TJ, 


TM, 


TN, 


TR, 


TT, 


, TZ 


, UA, 


UG, 


US, 


UZ, 


VC, VN, YU, 




ZA, 


ZM, 


ZW 


























RW: BW, 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


. SD 


, SL, 


SZ, 


TZ, 


UG, 


ZM, ZW, AM, 




AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


, AT 


, BE, 


BG, 


CH, 


CY, 


CZ, DE, DK, 




EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE, 


. IS 


, IT, 


LT, 


LU, 


MC, 


NL, PL, PT, 




RO, 


SE, 


SI, 


SK, 


TR, 


BF, 


BJ, 


OF, 


. CG 


, CI, 


CM, 


GA, 


GN, 


GQ, GW, ML, 




MR, 


NE, 


SN, 


TD, 


TG 




















AU 


2005252074 




Al 




20051222 




AU 


2005- 


■252074 




20050608 


CA 


2568301 






Al 




20051222 




CA 


2005- 


•2568301 




20050608 


EP 


1757592 






Al 




20070228 




EP 


2005- 


■748792 




20050608 




R: AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 


. EE 


, ES, 


FI, 


FR, 


GB, 


GR, HU, IE, 




IS, 


IT, 


LI , 


LT, 


LU, 


MC, 


NL, 


PL, 


, PT 


, RO, 


SE, 


SI, 


SK, 


TR 


CN 


1964953 






A 




20070516 




CN 


2005- 


■800ie 


S872 




20050608 


BR 


2005011879 




A 




20080115 




BR 


2005- 


■11879 




20050608 


KR 


2007029735 




A 




20070314 




KR 


2006- 


■725395 




20061201 


US 


20080039468 




Al 




2008 


0214 




US 


2007- 


■597232 




20070126 



PRIORITY APPLN. INFO.: JP 2004-171426 A 20040609 

WO 2005-JP10494 W 20050608 

OTHER SOURCE(S): MARPAT 144:69841 

GI 





Title compds. I [Z = M-, L(L')N-, A(B)CH-; M = alkoxy, alkylamino, optionally 
substituted alkyl with saturated heterocycle ; L, L' = hydroxy, alkoxy, 
carboxy, etc.; A = H, hydroxy, alkyl; B = substituted alkyl, alkoxy, carboxy, 
etc.; X = alkyl, alkoxycarbonyl , acylamino, etc.; X' = alkyl, alkoxycarbonyl , 
acylamino, etc.; Y, Y' = H, alkyl] were prepared For example, EDO mediated 
acylation of 7-methyl-3- (3-trif luoromethylphenyl) - 5 , 6 , 7 , 8-tetrahydrocinnolin- 
5-ol, e.g., prepared from 3'- trif luoromethylacetophenone in 5 steps, with 
ethoxyacetic acid afforded compound II in 98.8% yield. In antitumor assays in 
vitro, the IC50 value of compound II was 0.135 )ag/mL. Compds. I are claimed 
useful for the treatment of tumor. 

RL: PAC (Pharmacological activity); RCT (Reactant); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); RACT (Reactant or reagent); USES (Uses) 



5 



10/538126 



(preparation of 3-phenyltetrahydrocinnolin-5-ol derivs. as antitumor 

agents ) 

RN 871840-18-5 ZCAPLUS 

CN Acetic acid, 2- (carboxymethoxy) -, 1- [5, 6, 7, 8-tetrahydro-7-methyl-3- [3- 
(trifluoromethyl) phenyl] -5-cinnolinyl] ester (CA INDEX NAME) 




RN 871840-22-1 ZCAPLUS 

CN Butanedioic acid, 1- [5, 6, 7, 8-tetrahydro-7-methyl-3- [3- 

(trifluoromethyl)phenyl] -5-cinnolinyl] ester (CA INDEX NAME) 




IT 



RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of 3-phenyltetrahydrocinnolin-5-ol derivs. as antitumor 

agents) 

RN 871840-17-4 ZCAPLUS 

CN Acetic acid, 2-ethoxy-, 5, 6, 7, 8-tetrahydro-7-methyl-3- [3- 

(trifluoromethyl)phenyl] -5-cinnolinyl ester (CA INDEX NAME) 




871840-19-6 ZCAPLUS 

Acetic acid, 2- [2- [ [2- ( 4-morpholinyl ) ethyl] amino] -2-oxoethoxy ] -, 
5,6,7, 8-tetrahydro-7-methyl-3- [3- (trif luoromethyl)phenyl] -5-cinnolinyl 



10/538126 



ester (CA INDEX NAME) 



PAGE 1-A 




PAGE 2 -A 



RN 871840-20-9 ZCAPLUS 

CN Acetic acid, 2- [2-oxo-2- [ (3-pyridinylmethyl) amino] ethoxy] -, 

5,6,7, 8-tetrahydro-7-methyl-3- [3- (trif luoromethyl)phenyl] -5-cinnolinyl 
ester (CA INDEX NAME) 
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PAGE 2 -A 




RN 871840-21-0 ZCAPLUS 

CN Acetic acid, 2- [2-oxo-2- [ (4-pyridinylmethyl) amino] ethoxy] -, 

5,6,1 , 8-tetrahydro-7-methyl-3- [3- (trif luoromethyl)phenyl] -5-cinnolinyl 
ester (CA INDEX NAME) 
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PAGE 2 -A 




RN 
CN 



871840-23-2 ZCAPLUS 

Pentanedioic acid, 1- [5, 5, 7, 8-tetrahydro-7-methyl-3- [3- 
(trif luoromethyl)phenyl] -5-cinnolinyl] ester (CA INDEX NAME) 



Me, 




H02C— (CH2) 3 — C — 



RN 871840-24-3 ZCAPLUS 

CN Butanedioic acid, 2-hydroxy-, 4- [5, 6, 7, 8-tetrahydro-7-methyl-3- [3- 
(trifluoromethyl)phenyl] -5-cinnolinyl] ester (CA INDEX NAME) 



RN 871840-25-4 ZCAPLUS 

CN Butanoic acid, 4- (dimethylamino) -, 5, 6, 7, 8-tetrahydro-7-methyl-3- [3- 
(trifluoromethyl)phenyl] -5-cinnolinyl ester (CA INDEX NAME) 



Me2N— (CH2) 3 — C— 



RN 871840-26-5 ZCAPLUS 

CN Propanedioic acid, 1- [5, 6, 7, 8-tetrahydro-7-methyl-3- [3- 

(trifluoromethyl)phenyl] -5-cinnolinyl] ester, hydrochloride (1:1) (CA 
INDEX NAME) 



H02C— CH— CH2— C — ( 
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# HCl 



RN 871840-27-6 ZCAPLUS 

CN Butanoic acid, 4- [ [2- (4-morpholinyl) ethyl] amino] -4-oxo-, 

5,6,7, 8-tetrahydro-7-methyl-3- [3- (trif luoromethyl)phenyl] -5-cinnolinyl 
ester (CA INDEX NAME) 



PAGE 1-A 




PAGE 2 -A 



CN Butanoic acid, 4-oxo-4- [ (3-pyridinylmethyl) amino] -, 5 , 6 , 7 , 8-tetrahydro-7- 
methyl-3- [3- (trif luoromethyl)phenyl] -5-cinnolinyl ester (CA INDEX NAME) 
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PAGE 2 -A 



871840-30-1 ZCAPLUS 

Butanoic acid, 4-oxo-4- [ (4-pyridinylmethyl) amino] -, 5, 6, 7, 8-tetrahydro-7- 
methyl-3- [3- (trif luoromethyl)phenyl] -5-cinnolinyl ester (CA INDEX NAME) 
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PAGE 2 -A 

6 



RN 871840-32-3 ZCAPLUS 

CN Butanedioic acid, 1-methyl 4- [5, 6, 7, 8-tetrahydro-7-methyl-3- [3- 
(trif luoromethyl)phenyl] -5-cinnolinyl] ester (CA INDEX NAME) 




RN 871840-33-4 ZCAPLUS 

CN Butanedioic acid, 1-ethyl 4- [5, 6, 7, 8-tetrahydro-7-methyl-3- [3- 
(trifluoromethyl)phenyl] -5-cinnolinyl] ester (CA INDEX NAME) 




RN 871840-35-6 ZCAPLUS 

CN Carbonic acid, 2-methoxyethyl 5, 6, 7, 8-tetrahydro-7-methyl-3- [3- 

(trifluoromethyl)phenyl] -5-cinnolinyl ester (9CI) (CA INDEX NAME) 




RN 871840-37-8 ZCAPLUS 

CN Carbonic acid, 2- ( 4-morpholinyl ) ethyl 5, 6, 7, 8-tetrahydro-7-methyl-3- [3- 
(trifluoromethyl)phenyl] -5-cinnolinyl ester (9CI) (CA INDEX NAME) 
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RN 871840-39-0 ZCAPLUS 

CN [1, 4 '-Bipiperidine] -1 ' -carboxylic acid, 5, 6, 7, 8-tetrahydro-7-methyl-3- [3- 
(trifluoromethyl)phenyl]-5-cinnolinyl ester (CA INDEX NAME) 




RN 871840-40-3 ZCAPLUS 

CN 1-Piperidinecarboxylic acid, 4- ( 4-morpholinyl ) -, 5, 6, 7, 8-tetrahydro-7- 

methyl-3- [3- (trif luoromethyl)phenyl] -5-cinnolinyl ester (CA INDEX NAME) 
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RN 871840-42-5 ZCAPLUS 

CN 1-Piperidinecarboxylic acid, 4-methyl-, 5, 6, 7, 8-tetrahydro-7-methyl-3- [3- 
(trifluoromethyl) phenyl] -5-cinnolinyl ester (CA INDEX NAME) 




.CF3 



RN 871840-44-7 ZCAPLUS 

CN 4-Morpholinecarboxylic acid, 5, 6, 7, 8-tetrahydro-7-methyl-3- [3- 

(trifluoromethyl)phenyl] -5-cinnolinyl ester, hydrochloride (1:1) (CA 
INDEX NAME) 




1=0 

6 



# HCl 



IT ' , 7-Methyl-3- (3-trif luororaethylphenyl) -7, 8-dihydro-6H- 

cinnolin-5-one . ^ ^ ^ o l"-" ^ o I.' 

r 

RL: ROT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of 3-phenyltetrahydrocinnolin-5-ol derivs. as antitumor 

agents) 

RN 708984-57-0 ZCAPLUS 

CN 5 (6H) -Cinnolinone, 7, 8-dihydro-7-methyl-3- [3- (trif luoromethyl)phenyl] - 
(CA INDEX NAME) 
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RN 708984-65-0 ZCAPLUS 

CN 5-Cinnolinol, 5,6,7, 8-tetrahydro-7-methyl-3- [3- (trif luoromethyl)phenyl] - 
(CA INDEX NAME) 




RN 871840-48-1 ZCAPLUS 

CN Carbonic acid, phenyl 5, 6, 7, 8-tetrahydro-7-methyl-3- [3- 

(trifluoromethyl)phenyl]-5-cinnolinyl ester (9CI) (CA INDEX NAME) 




RN 871840-50-5 ZCAPLUS 

CN Carbonic acid, 2-chloroethyl 5, 6, 7, 8-tetrahydro-7-methyl-3- [3- 

(trifluoromethyl)phenyl]-5-cinnolinyl ester (9CI) (CA INDEX NAME) 




RN 871840-52-7 ZCAPLUS 

CN 1, 3-Dioxolane-4-acetic acid, 2 , 2-dimethyl-5-oxo-, 5, 6, 7, 8-tetrahydro-7- 
methyl-3- [3- (trif luoromethyl)phenyl] -5-cinnolinyl ester (CA INDEX NAME) 
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REFERENCE COUNT: 3 THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 



PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2004:515490 ZCAPLUS Full-text 
141:71553 

Preparation of 3-phenylcinnoline homologues as 
antitumor agents 

Kuroiwa, Shunsuke; Odanaka, Junko; Maruyama, Sakiko; 
Sato, Yoshitaka; Tomura, Arihiro; Sato, Hiroshi; 
Suzuki, Yoshikazu 

Nippon Kayaku Kabushiki Kaisha, Japan 

PCT Int. Appl., 68 pp. 

CODEN: PIXXD2 

Patent 

Japanese 



PATENT NO. KIND DATE APPLICATION NO. DATE 



WO 


2004052866 




Al 




20040624 




WO 


2003- 


■JP15767 




20031210 




W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB 


, BG, 


BR, 


BW, 


BY, 


BZ, CA, CH, 






CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ 


, EC, 


EE, 


EG, 


ES, 


FI, GB, GD, 






GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS 


, JP, 


KE, 


KG, 


KP, 


KR, KZ, LC, 






LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG 


, MK, 


MN, 


MW, 


MX, 


MZ, NI, NO, 






NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RU, 


SC 


, SD, 


SE, 


SG, 


SK, 


SL, SY, TJ, 






TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ 


, VC, 


VN, 


YU, 


ZA, 


ZM, ZW 




RW: 


BW, 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL 


, SZ, 


TZ, 


UG, 


ZM, 


ZW, AM, AZ, 






BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AT, 


BE 


, BG, 


CH, 


CY, 


CZ, 


DE, DK, EE, 






ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE, 


IT, 


LU 


, MC, 


NL, 


PT, 


RO, 


SE, SI, SK, 






TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN 


, GQ, 


GW, 


ML, 


MR, 


NE, SN, TO, 


CA 


2508010 






Al 




20040624 




CA 


2003- 


-2508 


010 




20031210 


AU 


2003289002 




Al 




20040630 




AU 


2003- 


-289002 




20031210 


EP 


1571148 






Al 




20050907 




EP 


2003- 


-778763 




20031210 




R: 


AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR 


, IT, 


LI, 


LU, 


NL, 


SE, MC, PT, 






IE, 


SI, 


LT, 


LV, 


FI, 


RO, 


MK, 


CY, 


AL 


, TR, 


BG, 


CZ, 


EE, 


HU, SK 


BR 


2003017119 




A 




20051025 




BR 


2003- 


■17119 




20031210 


CN 


1735600 






A 




20060215 




CN 


2003- 


■8010 


8285 




20031210 


RU 


2324683 






C2 




2008 


0520 




RU 


2005- 


■121559 




20031210 


US 


20060058305 




Al 




20060316 




US 


2005- 


■538126 




20050606 



PRIORITY APPLN. INFO.: JP 2002-357556 A 20021210 

JP 2003-166082 A 20030611 

JP 2003-183766 A 20030627 
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wo 2003-JP15767 W 20031210 



OTHER SOURCE(S): MARPAT 141:71553 




Title compds. I [A = O-Y; Y = H, (un) substituted alkyl with Ph, etc.; B = H, 
alkyl, further details on A, B are given; L = N-W, W-C-W ; W, W = 
(un) substituted alkyl, Ph, carboxyl, etc.; X = alkyl, alkoxycarbonyl , 
acylamino, etc.; X' = alkyl, alkoxycarbonyl, acylamino, etc.; m, q = 0-3; n, 
n' = 0, 1] and their physiol. acceptable salt were prepared In antitumor 
activity assays (in vitro) against breast cancer cell CF-7, compds. I showed 
IC50 values ranging from 0.0388 to 3.5700 jxg/mL, e.g., the IC50 value of 
compound I [A and B = carbonyl; L = PhCH; X = 3-CF3-Ph; X' =H; m=q=n=n' 
= 0] was 0.0388 )ig/mL. Compds. I are claimed useful as antitumor, cytostatic 
agents . 

, 5 Hydroxy 3 (3 

trif luoromethylphenyl ) -5,6,7, 8-tetrahydrocinnoline-7-carboxylic acid ethyl 

ester C 

, 3- (3-Cyanophenyl) - /-methyl-7, 8-dihydro-6H-cinnolin-5-one 



/0B984-5 /-OP, 7-Methyl-3- (3-trif luoromethylphenyl) -7, 8-dihydro-6H- 
cinnolin-5-one /089a'i--6 j.-f3p, 7-Methyl-3- (3- 
tr if luoromethylphenyl) cinnolin-5-ol /!jj!640-b^-- OP 
709540-63-lP 

RL: PAC (Pharmacological activity); RCT (Reactant) ; SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); RACT (Reactant or reagent); USES (Uses) 

(preparation of 3-phenylcinnoline homolog as antitumor agents) 
RN 708983-93-1 ZCAPLUS 

CN 7-Cinnolinecarboxylic acid, 5, 6, 7, 8-tetrahydro-5-oxo-3- [3- 
(trif luoromethyl)phenyl] -, ethyl ester (CA INDEX NAME) 




RN 708983-95-3 ZCAPLUS 

CN 7-Cinnolinecarboxylic acid, 5, 6, 7, 8-tetrahydro-5-hydroxy-3- [3- 
(trif luoromethyl)phenyl] -, ethyl ester (CA INDEX NAME) 
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RN 708983-98-6 ZCAPLUS 

CN 5-Cinnolinol, 5,6,7, 8-tetrahydro-7-methyl-3- [3- (trif luoromethyl)phenyl] -, 
(5R, 7R)-rel- (CA INDEX NAME) 

Relative stereochemistry. 




RN 708984-00-3 ZCAPLUS 

CN 1, 2-Pyrrolidinedicarboxylic acid, 1- ( 1 , 1-dimethylethyl ) 

2- [5,6, 7, 8-tetrahydro-7-methyl-3- [3- (trif luoromethyl)phenyl] -5-cinnolinyl] 
ester, (2S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 708984-07-0 ZCAPLUS 

CN Benzonitrile, 3- (5, 6, 7, 8-tetrahydro-7-methyl-5-oxo-3-cinnolinyl) - (CA 
INDEX NAME) 




RN 708984-20-7 ZCAPLUS 

CN 5 (6H) -Cinnolinone, 3- [2-f luoro-5- (trif luoromethyl)phenyl] -7, 8-dihydro-7- 
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methyl- (CA INDEX NAME) 



CF3 




RN 708984-23-0 ZCAPLUS 

CN L-Alanine, N- [ (1, 1-dimethylethoxy) carbonyl] -, 5, 6, 7, 8-tetrahydro-7-methyl- 
3- [3- (trif luoromethyl)phenyl] -5-cinnolinyl ester (CA INDEX NAME) 

Absolute stereochemistry. 



RN 708984-25-2 ZCAPLUS 

CN L-Aspartic acid, N- [( 1 , 1-dimethylethoxy ) carbonyl ] -, 4- ( 1 , 1-dimethylethyl ) 
1- [5, 6, 7, 8-tetrahydro-7-methyl-3- [3- (trif luoromethyl)phenyl] -5-cinnolinyl] 
ester (CA INDEX NAME) 

Absolute stereochemistry. 



RN 708984-27-4 ZCAPLUS 

CN L-Aspartic acid, N- [( 1 , l-dimethylethoxy) carbonyl ] -, 1- ( 1 , 1-dimethylethyl ) 
4- [5, 6, 7, 8-tetrahydro-7-methyl-3- [3- (trif luoromethyl ) phenyl] -5-cinnolinyl] 
ester (CA INDEX NAME) 

Absolute stereochemistry. 




t-BuO- 



t-BuO- 
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RN 708984-31-0 ZCAPLUS 

CN L-Glutamic acid, N- [ (1, 1-dimethylethoxy) carbonyl] -, 1- ( 1 , 1-dimethylethyl ) 
5- [5, 6, 7, 8-tetrahydro-7-methyl-3- [3- (trif luoromethyl)phenyl] -5-cinnolinyl] 
ester (CA INDEX NAME) 

Absolute stereochemistry. 




RN 708984-33-2 ZCAPLUS 

CN Glycine, N- [ (1, 1-dimethylethoxy) carbonyl] -, (5R, 7R) -5, 6, 7, 8-tetrahydro-7- 
methyl-3- [3- (trif luoromethyl)phenyl] -5-cinnolinyl ester, rel- (CA INDEX 
NAME) 

Relative stereochemistry. 




RN 708984-35-4 ZCAPLUS 

CN L-Leucine, N- [( 1 , 1-dimethylethoxy ) carbonyl ] -, 5, 6, 7, 8-tetrahydro-7-methyl- 
3- [3- (trif luoromethyl)phenyl] -5-cinnolinyl ester (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 708984-37-6 ZCAPLUS 

CN L-Lysine, N2,N6-bis [ (1, 1-dimethylethoxy) carbonyl] -, 5, 6, 7, 8-tetrahydro-7- 
methyl-3- [3- (trif luoromethyl)phenyl] -5-cinnolinyl ester (CA INDEX NAME) 

Absolute stereochemistry. 




RN 708984-39-8 ZCAPLUS 

CN L-Methionine, N- [ (1, 1-dimethylethoxy) carbonyl] -, 5, 6, 7, 8-tetrahydro-7- 

methyl-3- [3- (trif luoromethyl)phenyl] -5-cinnolinyl ester (CA INDEX NAME) 

Absolute stereochemistry. 




RN 708984-41-2 ZCAPLUS 

CN L-Phenylalanine, N- [( 1 , 1-dimethylethoxy ) carbonyl ] -, 5 , 6 , 7 , 8-tetrahydro-7- 
methyl-3- [3- (trif luoromethyl)phenyl] -5-cinnolinyl ester (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 708984-44-5 ZCAPLUS 

CN L-Valine, N- [ ( 1 , 1-dimethylethoxy) carbonyl] -, (5S, 7S) -5, 6, 7, 8-tetrahydro-7- 
methyl-3- [3- (trif luoromethyl)phenyl] -5-cinnolinyl ester (CA INDEX NAME) 

Absolute stereochemistry. 



RN 708984-46-7 ZCAPLUS 

CN D-Phenylalanine, N- [ (1, 1-dimethylethoxy) carbonyl] -, (5S, 7S) -5, 6, 7, 8- 

tetrahydro-7-methyl-3- [3- (trif luoromethyl)phenyl] -5-cinnolinyl ester (CA 
INDEX NAME) 

Absolute stereochemistry. 



RN 708984-47-8 ZCAPLUS 

CN L-Valine, N- [( 1 , l-dimethylethoxy) carbonyl ] -, ( 5R, 7R) -5 , 6 , 7 , 8-tetrahydro-7- 
methyl-3- [3- (trif luoromethyl)phenyl] -5-cinnolinyl ester (CA INDEX NAME) 

Absolute stereochemistry. 



RN 708984-49-0 ZCAPLUS 

CN L-Valine, N- [ (1, 1-dimethylethoxy) carbonyl] -, (5S, 7R) -5, 6, 7, 8-tetrahydro-7- 
methyl-3- [3- (trif luoromethyl)phenyl] -5-cinnolinyl ester (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 708984-53-6 ZCAPLUS 

CN L-Valine, N- [ (1, 1-dimethylethoxy) carbonyl] -, (5R, 7S) -5, 6, 7, 8-tetrahydro-7- 
methyl-3- [3- (trif luoromethyl)phenyl] -5-cinnolinyl ester (CA INDEX NAME) 

Absolute stereochemistry. 




RN 708984-57-0 ZCAPLUS 

CN 5 (6H) -Cinnolinone, 7, 8-dihydro-7-methyl-3- [3- (trif luoromethyl)phenyl] - 
(CA INDEX NAME) 




RN 708984-61-6 ZCAPLUS 

CN 5-Cinnolinol, 7-methyl-3- [3- (trif luoromethyDphenyl] - (CA INDEX NAME) 




RN 709640-62-0 ZCAPLUS 

CN 5-Cinnolinol, 5,6,7, 8-tetrahydro-7-methyl-3- [3- (trif luoromethyl)phenyl] -, 
(5S,7S)- (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 709640-63-1 ZCAPLUS 

CN 5-Cinnolinol, 5,6,7, 8-tetrahydro-7-methyl-3- [3- (trif luoromethyl)phenyl] -, 
(5R, 7R)- (CA INDEX NAME) 

Absolute stereochemistry. 




/UB983-92-0P, 7-Phenyl-3- (3-trif luoromethylphenyl) -7, 8-dihydro-6H- 
cinnolin-5-one .••ub'.-;83-".n->- -iP, 5-Hydroxy-3- (3- 

trif luoromethylphenyl ) -5,6,7, 8-tetrahydrocinnoline-7-carboxylic acid 



o o , 7-Hydroxymethyl-3- (3- 

trif luoromethylphenyl ) -5,6,7, 8-tetrahydrocinnolin-5-ol 

. o ' ^ , 3- (3-Trif luoromethylphenyl ) - 

5,6,7, 8-tetrahydrocinnolin-5-ol u » v; 8 -i - 1 1 - o i-- , 
3- (3-Bromophenyl) -7-methyl-7, 8-dihydro-6H-cinnolin-5-one 
/u8»8'i- j-i-:- 7-Methyl-3- ( 3-nitrophenyl ) -7, 8-dihydro-6H-cinnolin-5- 
one ,'0ii984-l&-lP, 3- (3-Fluorophenyl) -7-methyl-7, 8-dihydro-6H- 
c 1 nn o 1 1 n - 5 - on e 7 0 8 9 8 4 - 1 -j / li o y b - Z i -- ;.■> ,t- 

708984-22-9P, 5, 7-Dimethyl-3- (3-trif luoromethylphenyl) -5, 6, 7, 8- 
tetrahydrocinnolin-5-ol /Oai)d4-24-ii' .'08984--^6-3P 
0o'84-?8-^P 7:p9<^4-2'.-^vP /08'.8'.--^C -^'P 

o:^ 84-:?-]? t:^9^^-^4-:p /08'.8'.--^6-5p 

'J.^'^B J-3H- 'F / :898 i-'-O- P '0B'.84-4/'-3P 
'08^^84 5 4r /0&^^d4 .5 bP '08'^8 i8 '^P 

708984--5J.--4P, (5S, 7R) -7-Methyl-3- (3-trif luoromethylphenyl) -5, 6, 7, 8- 

t e t r a h y d r o c 1 n n o 1 1 n - 5 - o 1 / u 8 y 8 --^ - b - d P / y b 'i - .o --i - " F , 

(5R, 7S) -7-Methyl-3- (3-trif luoromethylphenyl) -5, 6,7, 8-tetrahydrocinnolin-5- 
ol . , . . , 

3- (3-Trif luoromethylphenyl) -7, 8-dihydro-6H-cinnolin-5-one 
/Oav.-b4-c.2-- .'.t', 5-Methoxy-7-methyl-3- (3- 
trif luoromethylphenyl ) cinnoline ; 0 « j--a.t', 
5-Acetyloxy-7-methyl-3- (3-trif luoromethylphenyl) cinnoline 
/ b b ■ J - b -i - y t- , 5 - B e n z y 1 o X y - 7 - m e t h y 1 - 3 - ( 3 - 
tr if luoromethylphenyl ) cinnoline ■■UbaB^i-bD-OP 



RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of 3-phenylcinnoline homolog as antitumor agents) 
708983-92-0 ZCAPLUS 

5 (6H) -Cinnolinone, 7, 8-dihydro-7-phenyl-3- [3- (trif luoromethyl)phenyl] - 
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(CA INDEX NAME) 




RN 708983-96-4 ZCAPLUS 

CN 7-Cinnolinecarboxylic acid, 5, 6, 7, 8-tetrahydro-5-hydroxy-3- [3- 
(trifluoromethyl)phenyl]- (CA INDEX NAME) 




RN 708983-97-5 ZCAPLUS 

CN 7-Cinnolinecarboxylic acid, 5 , 6 , 7 , 8-tetrahydro-5-oxo-3- [3- 
(trifluoromethyl)phenyl]- (CA INDEX NAME) 




RN 708983-99-7 ZCAPLUS 

CN 5-Cinnolinol, 5,6,7, 8-tetrahydro-7-methyl-3- [3- (trifluoromethyl ) phenyl ] -, 
(5R, 7S)-rel- (CA INDEX NAME) 

Relative stereochemistry. 




RN 708984-01-4 ZCAPLUS 

CN 5-Cinnolinol, 5,6,7, 8-tetrahydro-7-methyl-3- [3- (trif luoromethyl)phenyl] -, 
(5R, 7R)-rel-(-)- (CA INDEX NAME) 

Rotation (-) . Absolute stereochemistry unknown. 
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RN 708984-02-5 ZCAPLUS 

CN 5-Cinnolinol, 5,6,7, 8-tetrahydro-7-methyl-3- [3- (trif luoromethyl)phenyl] -, 
(5R, 7R) -rel- (+) - (CA INDEX NAME) 

Rotation (+) . Absolute stereochemistry unknown. 




RN 708984-03-6 ZCAPLUS 

CN 5-Cinnolinol, 5,6,7, 8-tetrahydro-7-methyl-3- [3- (trif luoromethyl)phenyl] -, 
5-acetate, (5R,7R)-rel- (CA INDEX NAME) 

Relative stereochemistry. 




RN 708984-04-7 ZCAPLUS 

CN 5-Cinnolinol, 5,6,7, 8-tetrahydro-7-methyl-3- [3- (trif luoromethyl)phenyl] -, 
1-oxide, (5R, 7R)-rel- (CA INDEX NAME) 

Relative stereochemistry. 




RN 708984-05-8 ZCAPLUS 

CN 5 (6H) -Cinnolinone, 7, 8-dihydro-7-methyl-3- [3- (trif luoromethyl)phenyl] -, 
1-oxide (CA INDEX NAME) 
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RN 708984-06-9 ZCAPLUS 

CN 7-Cinnolinemethanol, 5, 6, 7, 8-tetrahydro-5-hydroxy-3- [3- 
(trifluoromethyl)phenyl]- (CA INDEX NAME) 




■CF3 



RN 708984-08-1 ZCAPLUS 

CN Benzonitrile, 3- [ (5R, 7R) -5, 6, 7, 8-tetrahydro-5-hydroxy-7-methyl-3- 
cinnolinyl]-, rel- (CA INDEX NAME) 

Relative stereochemistry. 




RN 708984-10-5 ZCAPLUS 

CN 5-Cinnolinol, 5, 6, 7, 8-tetrahydro-3- [3- (trif luoromethyDphenyl] - (CA INDEX 

NAME) 




■CF3 



RN 708984-11-6 ZCAPLUS 

CN 5(6H)-Cinnolinone, 3- (3-bromophenyl) -7, 8-dihydro-7-methyl- (CA INDEX 
NAME) 
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RN 708984-12-7 ZCAPLUS 

CN 5(6H)-Cinnolinone, 7, 8-dihydro-7-methyl-3- (3-nitrophenyl) - (CA INDEX 
NAME) 




•N02 



RN 708984-16-1 ZCAPLUS 

CN 5(6H)-Cinnolinone, 3- (3-f luorophenyl) -7, 8-dihydro-7-methyl- (CA INDEX 
NAME) 




RN 708984-19-4 ZCAPLUS 

CN 7-Cinnolinemethanol, 5,6, 7, 8-tetrahydro-5-hydroxy-a, a-dimethyl- 
3-[3-(trifluoromethyl)phenyl]- (CA INDEX NAME) 



OH 




RN 708984-21-8 ZCAPLUS 

CN 5-Cinnolinol, 3- [2-f luoro-5- (trif luoromethyl)phenyl] -5, 6, 7, 8-tetrahydro-7- 
methyl- (CA INDEX NAME) 
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RN 708984-22-9 ZCAPLUS 

CN 5-Cinnolinol, 5, 6, 7, 8-tetrahydro-5, 7-dimethyl-3- [3- 
(trifluoromethyl)phenyl]- (CA INDEX NAME) 




RN 708984-24-1 ZCAPLUS 

CN L-Alanine, 5,6,7, 8-tetrahydro-7-methyl-3- [3- (trif luoromethyl)phenyl] 
cinnolinyl ester, dihydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




#2 HCl 

RN 708984-26-3 ZCAPLUS 

CN L-Aspartic acid, 1- [5, 6, 7, 8-tetrahydro-7-methyl-3- [3- 

(trif luoromethyl)phenyl] -5-cinnolinyl] ester (CA INDEX NAME) 

Absolute stereochemistry. 




RN 708984-28-5 ZCAPLUS 
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CN L-Aspartic acid, 4- [5, 6, 7, 8-tetrahydro-7-methyl-3- [3- 

(trifluoromethyl ) phenyl] -5-cinnolinyl] ester, dihydrochloride (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



RN 708984-29-6 ZCAPLUS 

CN L-Glutamic acid, N- [ (1, 1-dimethylethoxy) carbonyl] -, 5- ( 1 , 1-dimethylethyl ) 
1- [5, 6, 7, 8-tetrahydro-7-methyl-3- [3- (trif luoromethyl)phenyl] -5-cinnolinyl] 
ester (CA INDEX NAME) 

Absolute stereochemistry. 



RN 708984-30-9 ZCAPLUS 

CN L-Glutamic acid, 1- [ 5 , 6 , 7 , 8-tetrahydro-7-methyl-3- [ 3- 

(trifluoromethyl ) phenyl] -5-cinnolinyl] ester, dihydrochloride (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




#2 HCl 





#2 HCl 



RN 
CN 



708984-32-1 ZCAPLUS 

L-Glutamic acid, 5- [5, 6, 7, 8-tetrahydro-7-methyl-3- [3- 
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(trifluoromethyl ) phenyl] -5-cinnolinyl] ester, dihydrochloride (9CI) (CA 

INDEX NAME) 

Absolute stereochemistry. 



H02C- 




#2 HCl 



RN 708984-34-3 ZCAPLUS 

CN Glycine, (5R, 7R) -5, 6, 7, 8-tetrahydro-7-methyl-3- [3- (trif luoromethyDphenyl] - 
5-cinnolinyl ester, dihydrochloride, rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




#2 HCl 



RN 708984-36-5 ZCAPLUS 

CN L-Leucine, 5,6,7, 8-tetrahydro-7-methyl-3- [3- (trif luoromethyl ) phenyl ] -5- 
cinnolinyl ester, dihydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




#2 HCl 



RN 708984-38-7 ZCAPLUS 

CN L-Lysine, 5,6,7, 8-tetrahydro-7-methyl-3- [3- (trif luoromethyl)phenyl] -5- 
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cinnolinyl ester, trihydrochloride (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 




#3 HCl 



RN 708984-40-1 ZCAPLUS 

CN L-Methionine, 5,6,7, 8-tetrahydro-7-methyl-3- [3- (trif luoromethyl)phenyl] -5- 
cinnolinyl ester, dihydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




#2 HCl 



RN 708984-42-3 ZCAPLUS 

CN L-Phenylalanine, 5,6,7, 8-tetrahydro-7-methyl-3- [3- (trif luoromethyl)phenyl] - 
5-cinnolinyl ester, dihydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




#2 HCl 



RN 708984-43-4 ZCAPLUS 

CN L-Proline, 5,6,7, 8-tetrahydro-7-methyl-3- [3- (trif luoromethyl ) phenyl ] -5- 
cinnolinyl ester, dihydrochloride (9CI) (CA INDEX NAME) 
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Absolute stereochemistry. 




.CF3 



#2 HCl 

RN 708984-45-6 ZCAPLUS 

CN L-Valine, (5S, 7S) -5, 6, 7, 8-tetrahydro-7-methyl-3- [3- 

(trif luoromethyl)phenyl] -5-cinnolinyl ester, dihydrochloride (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (+) . 




#2 HCl 

RN 708984-48-9 ZCAPLUS 

CN L-Valine, ( 5R, 7R) -5 , 6 , 7 , 8-tetrahydro-7-methyl-3- [ 3- 

(trifluoromethyl) phenyl] -5-cinnolinyl ester, dihydrochloride (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




#2 HCl 



RN 708984-51-4 ZCAPLUS 

CN 5-Cinnolinol, 5,6,7, 8-tetrahydro-7-methyl-3- [3- (trif luoromethyl)phenyl] -, 
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(5S,7R)- (CA INDEX NAME) 



Absolute Stereochemistry. 




,CF3 



RN 708984-52-5 ZCAPLUS 

CN L-Valine, (5S, 7R) -5, 6, 7, 8-tetrahydro-7-methyl-3- [3- 

(trif luoromethyl)phenyl] -5-cinnolinyl ester, dihydrochloride (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (+) . 



RN 708984-54-7 ZCAPLUS 

CN 5-Cinnolinol, 5,6,7, 8-tetrahydro-7-methyl-3- [3- (trif luoromethyl)phenyl] -, 
(5R, 7S)- (CA INDEX NAME) 

Absolute stereochemistry. 



RN 708984-55-8 ZCAPLUS 

CN L-Valine, (5R, 7S) -5, 6, 7, 8-tetrahydro-7-methyl-3- [3- 

(trifluoromethyl)phenyl] -5-cinnolinyl ester, dihydrochloride (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




#2 HCl 
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#2 HCl 



RN 708984-58-1 ZCAPLUS 

CN 5 (6H) -Cinnolinone, 7, 8-dihydro-7-methyl-3- [3- (trif luoromethyl)phenyl] -, 
hydrazone (CA INDEX NAME) 




RN 708984-59-2 ZCAPLUS 

CN 5 (6H) -Cinnolinone, 7, 8-dihydro-3- [3- (trif luoromethyDphenyl] - (CA INDEX 
NAME) 




RN 708984-62-7 ZCAPLUS 

CN Cinnoline, 5-methoxy-7-methyl-3- [3- (trif luoromethyl)phenyl] - (CA INDEX 

NAME) 




RN 708984-63-8 ZCAPLUS 

CN 5-Cinnolinol, 7-methyl-3- [3- (trif luoromethyl ) phenyl ] -, 5-acetate (CA 
INDEX NAME) 
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RN 708984-64-9 ZCAPLUS 

CN Cinnoline, 7-methyl-5- (phenylmethoxy) -3- [3- (trif luoromethyl)phenyl] - (CA 
INDEX NAME) 




RN 708984-65-0 ZCAPLUS 

CN 5-Cinnolinol, 5,6,1 , 8-tetrahydro-7-methyl-3- [3- (trif luoromethyl)phenyl] - 
(CA INDEX NAME) 




RN 708984-66-1 ZCAPLUS 

CN 5-Cinnolinol, 5,6,7, 8-tetrahydro-7-methyl-3- [3- (trif luoromethyl ) phenyl ] -, 
1-Oxide (CA INDEX NAME) 




RN 708984-67-2 ZCAPLUS 

CN Glycine, 5,6,7, 8-tetrahydro-7-methyl-3- [3- (trif luoromethyDphenyl] -5- 
cinnolinyl ester (CA INDEX NAME) 
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RN 708984-68-3 ZCAPLUS 

CN L-Alanine, 5,6,7, 8-tetrahydro-7-methyl-3- [3- (trifluoromethyl ) phenyl ] -5- 
cinnolinyl ester (CA INDEX NAME) 

Absolute stereochemistry. 




RN 708984-69-4 ZCAPLUS 

CN L-Valine, 5,6,7, 8-tetrahydro-7-methyl-3- [3- (trif luoromethyl)phenyl] -5- 

cinnolinyl ester (CA INDEX NAME) 

Absolute stereochemistry. 




RN 708984-70-7 ZCAPLUS 

CN L-Glutamic acid, 1- [5, 6, 7, 8-tetrahydro-7-methyl-3- [3- 

(trif luoromethyl)phenyl] -5-cinnolinyl] ester (CA INDEX NAME) 

Absolute stereochemistry. 



H02( 
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AB Title compds. I [X1-X5 = H or hydroxy; at least one of X1-X5 is hydroxy; X6 = 
H or hydroxy] or their physiol. acceptable salts were prepared For example, 
reaction of cis-7-methyl-l-oxy-3- (3-trif luoromethylphenyl ) - 5,6,7,8- 
tetrahydrocinnolin-5-ol with trif luoroacetic anhydride followed by treatment 
with K2C03 in methanol and silica-gel separation afforded two isomers of 
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compound II. One isomer of compound II showed the IC50 value of 0.099 (|ag/mL) 

against MCF-7 (breast cancer cell). 
IT . , . o _ , - , 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(preparation of trif luoromethylphenyltetrahydrocinnoline derivs. as 
antitumor agents) 
RN 708983-98-6 ZCAPLUS 

CN 5-Cinnolinol, 5,6,7, 8-tetrahydro-7-methyl-3- [3- (trif luoromethyl ) phenyl] -, 
(5R, 7R)-rel- (CA INDEX NAME) 

Relative stereochemistry. 




RN 708984-04-7 ZCAPLUS 

CN 5-Cinnolinol, 5,6,7, 8-tetrahydro-7-methyl-3- [3- (trif luoromethyl)phenyl] -, 
1-oxide, (5R, 7R)-rel- (CA INDEX NAME) 

Relative stereochemistry. 




RN 708984-65-0 ZCAPLUS 

CN 5-Cinnolinol, 5,6,7, 8-tetrahydro-7-methyl-3- [3- (trif luoromethyl)phenyl] - 
(CA INDEX NAME) 




IT 708984-03-6P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 

(Reactant or reagent) 

(preparation of trif luoromethylphenyltetrahydrocinnoline derivs. as 

antitumor agents) 
RN 708984-03-6 ZCAPLUS 

CN 5-Cinnolinol, 5,6,7, 8-tetrahydro-7-methyl-3- [3- (trif luoromethyl)phenyl] -, 
5-acetate, (5R, 7R)-rel- (CA INDEX NAME) 

Relative stereochemistry. 
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147:301163 MARPAT Full-text 

Preparation of novel acetyl-CoA carboxylase (ACC) 
inhibitors, particularly thiazole derivatives, and 
their use for treating diabetes, obesity and metabolic 
syndrome 

Gu, Yu Gui; Xu, Xiangdong; Weitzberg, Moshe; Sham, 

Hing 

Abbott Laboratories, USA 

PCT Int. Appl., 61pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



WO 


2007095603 


A2 


20070823 




WO 2007-US621J 


n 


20070215 






wo 


2007095603 


A3 


2008 


0313 
























W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BW, 


BY, 


BZ, 


CA, 


CH, 






CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


EG, 


ES, 


FI, 


GB, 


GD, 






GE, 


GH, 


GM, 


GT, 


HN, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KM, 


KN, 






KP, 


KR, 


KZ, 


LA, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


LY, 


MA, 


MD, 


MG, 


MK, 






MN, 


MW, 


MX, 


MY, 


MZ, 


NA, 


NG, 


NI, 


NO, 


NZ, 


CM, 


PG, 


PH, 


PL, 


PT, 


RO, 






RS, 


RU, 


SO, 


SO, 


SE, 


SG, 


SK, 


SL, 


SM, 


SV, 


SY, 


TJ, 


TM, 


TN, 


TR, 


TT, 






TZ, 


OA, 


UG, 


US, 


UZ, 


VC, 


VN, 


ZA, 


ZM, 


zw 
















RW: 


AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 


EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE, 






IS, 


IT, 


LT, 


LU, 


LV, 


MC, 


NL, 


PL, 


FT, 


RO, 


SE, 


SI, 


SK, 


TR, 


BF, 


BJ, 






OF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG, 


BW, 


GH, 






GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AM, 


AZ, 


BY, 






KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AP, 


EA, 


EP, 


OA 














us 


20070219251 


Al 


20070920 




US 2007-675406 


20070215 







PRIORITY APPLN. INFO. 
OTHER SOURCE (S) : 



US 2006-773514P 
CASREACT 147:301163 
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The invention is related to compds . Ar3-Y-Arl-Ar 2 [I; Y = CO, 0, NH, etc.; Arl 
= Ph, monocyclic 5-6 membered heteroaryl; Ar3 = substituted Ph, monocyclic 
heteroaryl; Ar2 = substituted Ph, pyridinyl, indanyl, etc.; and their 
pharmaceutically acceptable salts, prodrugs, salts of prodrugs, and their 
combinations], (e.g., II), which inhibit acetyl-CoA carboxylase (no data). 
Thus, a multi-step synthesis from 5-bromoindan-l-ol was given for thiazole II. 
I are useful for the prevention or treatment of metabolic syndrome, type II 
diabetes, obesity, atherosclerosis and cardiovascular diseases in humans (no 
data) . 



'1— §2— §3— g4 



■■ phenylene (opt. substd. by G34) 



GIO = OH 

Gil = 105-3 113-15 



Gr2- 



G12 = N / CH 
G18 = (1-2) CH2 

03 4 = F 

Patent location: claim 1 

Note: substitution is restricted 

Note: additional substitution also claimed 

Note: or pharmaceutically acceptable salts, prodrugs, or 

combinations 

L23 ANSWER 5 OF 10 MARPAT COPYRIGHT 2008 ACS on SIN 
ACCESSION NUMBER: 143:266921 MARPAT Full-text 

TITLE: Preparation of novel anti-inflammatory and analgesic 

heterocyclic amidines that inhibit nitrogen oxide (NO) 
production 

INVENTOR(S) : Makovec, Francesco; Giordani, Antonio; Artusi, 
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PATENT ASSIGNEE(S): 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



Roberto; Mandelli, Stefano; Verpilio, Ilario; Zanzola, 

Simona; Rovati, Lucio Claudio 

Rottapharm S.P.A., Italy 

Eur. Pat. Appl., 53 pp. 

CODEN: EPXXDW 

Patent 

English 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



EP 1571142 



R: AT, BE, CH, DE, DK, ES, FR, 
IE, SI, LT, LV, FI, RO, MK, 



HR, IS, YU 



EP 2005-101498 20050228 
GB, GR, IT, LI, LU, NL, SE, 
CY, AL, TR, BG, CZ, EE, HU, 



CA 2498644 
AO 2005200915 
US 20050197331 
JP 2005247848 

PRIORITY APPLN. INFO. 

OTHER SOURCE (S) : 

Gl 



.1 20050901 CA 2005-2498644 20050228 

.1 20050915 AU 2005-200915 20050228 

.1 20050908 US 2005-68347 20050301 

20050915 JP 2005-56076 20050301 

IT 2004-TO125 20040301 
CASREACT 143:266921 




Heterocyclic amidines are claimed with anti-inflammatory and analgesic 
activity that inhibit nitrogen oxide production, of formula (I, Gl and G2 = H, 
halogen, OH, C1-C4 alkoxy, C1-C4 alkyl, and an amidino substituent, provided 
that only one of the two substituents Gl or G2 is an amidino substituent; W, Y 
and X combine to form 9- or 10-membered bicyclic heteroarom. derivs. 
containing up to 2 hetero atoms in the same ring; Z = aryl or heteroaryl 
group, a linear or branched C1-C6 alkyl or alkenyl chain, a C1-C4 alkyl-aryl 
group or a C1-C4 alkyl-heteroaryl group; and R3 and R4 = H, halogen, OH, C1-C4 
alkoxy, C1-C4 alkenyl, or C1-C4 alkyl). Use of the compds . , pharmaceutical 
compns. containing the compds., and a process for preparing them are also 
claimed. 
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G5 = Ph (opt. substd. by 1 or more G7) 

G7 = N02 

09 = 26 / N 



Patent location: 

Note: 

Note: 

Note: 



claim 1 

substitution is restricted 

or pharmaceutically acceptable salts 

also incorporates claim 23 



REFERENCE COUNT: 



THERE ARE 5 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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-text 



141:7138 MARPAT 
Preparation of bicyclic-substituted amines as 
histamine-3 receptor ligands 

Altenbach, Robert J.; Black, Lawrence A.; Chang, 

Sou-Jen; Cowart, Marlon D.; Faghih, Ramin; Gfesser, 

Gregory A.; Ku, Yi-Yin; Liu, Huaqing; Lukin, Kirill 

A.; Nersesian, Diana L.; Pu, Yu-Ming; Sharma, Padam 

N.; Bennani, Youssef L.; Curtis, Michael P. 

Abbott Laboratories, USA 

PCT Int. Appl., 229 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



WO 2004043458 Al 

W: AE, AG, AL, AM, 
CO, CR, CU, CZ, 



GH, GM, 

LR, LS, 

OM, PG, 

TN, TR, 

RW: BW, GH, 



HR, HU, 

LT, LU, 

PH, PL, 

TT, TZ, 

GM, KE, 

BY, KG, KZ, MD, 

ES, FI, FR, GB, 

TR, BF, BJ, CF, 



US 20040092521 
US 20040152704 
US 7153889 
CA 2505427 
AU 2003291329 



20040527 
AT, AU, AZ, 
DE, DK, DM, 
ID, IL, IN, 
LV, MA, MD, 
PT, RO, RU, 
UA, UG, UZ, 
LS, MW, MZ, 
RU, TJ, TM, 
GR, HU, IE, 
CG, CI, CM, 

20040513 

20040805 

20061226 

20040527 

20040603 



WO 2003-US35365 

3, BR, BY, 



BA, 



20031105 
BZ, CA, CH, 



DZ, EC, EE, EG, ES, FI, GB, GD, GE, 



IS, JP, 
MG, MK, 
SC, SD, 
VC, VN, 

SD, SL, 
AT, BE, 

IT, LU, 
GA, GN, 
US 2 0 
US 20i 



KE, KG, KP, 
MN, MW, MX, 
SE, SG, SK, 
YU, ZA, ZM, 
SZ, TZ, UG, 
BG, CH, CY, 
MC, NL, PT, 
GQ, GW, ML, 

02- 292422 

03- 689735 



KR, KZ, LC, LK, 



CA 2003-2505427 
AU 2003-291329 



MZ, NI, NO, 
SL, SY, TJ, 

ZW 

ZM, ZW, AM, 

CZ, DE, DK, 
RO, SE, SI, 
MR, NE, SN, 

20021112 
20031022 

20031105 
20031105 



NZ, 
TM, 



SK, 

TD, TG 
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EP 1569637 



R: AT, BE, CH, DE, DK, ES, FR, 



IE, SI, LT, LV, FI, 



JP 2006514926 
MX 2005PA05116 
US 20060194798 
PRIORITY APPLN. INFO. 



20060518 
20050701 
20060831 



EP 2003-768721 20031105 
GB, GR, IT, LI, LU, NL, SE, MC, 
CY, AL, TR, BG, CZ, EE, HU, SK 
JP 2004-551799 20031105 
MX 2005-PA5116 20050512 
US 2006-418699 20060505 
US 2002-292422 20021112 
US 2002-425376P 20021112 
US 2003-689735 20031022 
WO 2003-US35365 20031105 



STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

.B Title compds. I [wherein Y, and B = independently CH, CF, or N; X, A, Z, and C 
= independently C or N; one of Rl and R2 = halo, CN, aryl, aryloxy, etc.; the 
other of Rl and R2 = H, cyclo/alkyl, thio/alkoxy, aryl, halo, CN, provided 
that R2 is absent when C = N; R3 = H, alkyl, alkoxy, absent, etc.; R = absent, 
H, halo. Me, alkoxy, or CN; R6 = absent, H, alkyl, thio/alkoxy, halo, OH, CN; 
R4 and R5 = independently alkyl, haloalkyl, hydroxyalkyl , or NR4R5 = (un)l- 
pyrrolidinyl, 1-piperidinyl, 1-morpholinyl, etc.; L = (un) substituted alkylene 
or -alkylene-0-; their pharmaceutically acceptable salts, esters, amides, or 
prodrugs] were prepared as histamine-3 receptor ligands. For example, 
quinoxaline II was prepared in 6 steps via cyclocondensation of benzenediamine 
III with glyoxal in EtOH, followed by reaction with oxo (phenyl ) acetaldehyde . 
Selected I showed binding affinities of 0.12 to 20 nM towards histamine-3 
receptors in rats. I are useful for the treatment of memory disorder, 
cognition disorder, obesity, etc. (no data) . 
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G14 
G20 
G35 



= Ph (opt. substd. by 037) 
= alkoxy <containing 1-10 C> 
= 252 



037 = ON 
Patent location: 
Note: 
Note: 



claim 1 

substitution is restricted 

or pharmaceutically acceptable : 

amides, or prodrugs 
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140:406732 MARPAT F 
Preparation of pyrrol 
receptor ligands 
Altenbach, Robert J.; Black, 
Sou-jen; Cowart, Marlon D.; 
Gregory A.; Ku, Yi-yin; Liu, 
A.; Nersesian, Diana L.; Pu, 
N.; Bennani, Youssef L. 
USA 

U.S. Pat. Appl. Publ., 55 pp 

CODEN: USXXCO 

Patent 

English 



derivatives as histamine-3 

Lawrence A. ; Chang, 
Faghih, Ramin; Gfesser, 
Huaqing; Lukin, Kirill 
Yu-ming; Sharma, Padam 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



US 20040092521 
CA 2505427 
WO 2004043458 



20040513 
20040527 
20040527 



US 20 
CA 2 0 
WO 2 0 



W: AE, AG, AL, AM, AT, AU, AZ, BA, BB, 
CO, CR, CU, CZ, DE, DK, DM, DZ, EC, 



02- 292422 

03- 2505427 
03-US35365 

BR, BY, 
EG, ES, 



2002 
2003 
2003 
BZ, 
FI, 



1112 
1105 
1105 
CA, CH, CN, 
GB, GD, GE, 



GH, GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, 



LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, 



OM, PG, PH, PL, PT, RO, 



SC, SD, SE, SG, SK, SL, 



NI, NO, NZ, 
SY, TJ, TM, 



TN, TR, TT, TZ, UA, UG, UZ, VC, VN, YU, ZA, ZM, ZW 



RW: BW, GH, GM, KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZM, ZW, AM, AZ, 



BY, KG, 
ES, FI, 
TR, BF, 

AU 2003291329 

EP 1569637 



FR, GB, 
BJ, CF, 



RU, TJ, TM, 
GR, HU, IE, 
CG, CI, CM, 

20040603 
20050907 



AT, BE, 
IT, LU, 
GA, GN, 

AU 201 
EP 201 



BG, CH, CY, 
MC, NL, PT, 
GQ, GW, ML, 

03-291329 
03-768721 



CZ, 
RO, 
MR, 

2003: 

2003: 



DE, DK, EE, 
SE, SI, SK, 
NE, SN, TD, TG 



1105 

1105 

R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, 

TR, BG, CZ, EE, HU, SK 
14-551799 20031105 



IE, SI, LT, LV, FI, RO, MK, CY, AL, 



JP 2006514926 
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MX 2005PA05116 
PRIORITY APPLN. INFO.: 



A 



20050701 



MX 2005-PA5116 20050512 

US 2002-292422 20021112 

US 2002-425376P 20021112 

US 2003-689735 20031022 

WO 2003-US35365 20031105 



GI 




NC, 




Me 



■6 



II 



AB The title compds . I [wherein X, Y, and Y' = independently CH, CF, or N; X', Z, 
and Z' = independently C or N; Rl and R2 = independently halo, CN, H, alkyl, 
alkoxy, etc.; R3 = H, alkyl, alkoxy, absent, etc.; R3a = absent, H, halo. Me, 
alkoxy, or CN; R4 and R5 = independently alkyl, haloalkyl, hydroxyalkyl , etc.; 
L = (un) substituted alkylene or -alkylene-0-] or pharmaceutically acceptable 
salts, esters, amides, or prodrugs thereof are prepared as histamine-3 
receptor ligands. For example, the compound II was prepared in a multi-step 
synthesis. Some of compds. I showed binding affinities of 0.12 to 20 nM 
towards histamine-3 receptors in rat. I are useful for the treatment of 
memory disorder, cognition disorder, obesity, etc. (no data) . 



MSTR IC 



GI = N / 11 



l5 " 



G3 



= 21 



J G2 0 



G4 



= 23 
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G5 = N 

G7 = 1-28 8-13 



G14 
G20 
G36 

Patent location 

Note: 

Note: 



Ph (opt. substd. by G36) 
alkoxy <containing 1-10 C> 



claim 1 

substitution is restricted 

or pharmaceutically acceptable salts, 

amides, or prodrugs 
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137:140513 MARPAT Full-t ext 

Preparation of triaryl compounds as LDL receptor gene 
expression potentiating agents 

Ueno, Yoshihide; Umezome, Takashi; Asano, Shigehiro 
Sumitomo Pharmaceuticals Company, Limited, Japan 



PCT Int. Appl., 
CODEN: PIXXD2 
Patent 
Japanese 



47 pp. 



PATENT NO. 



KIND DATE 



WO 2002060876 
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APPLICATION NO. DATE 



WO 2002-JP625 
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NZ, 
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PT, 
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RU, 


SO, 


SE, 


SO, 


SI, 
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TJ, 
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TR, 
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OA, 


UG, 


US, 


UZ, 
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YU, 



BF, BJ, 
JP 2002226464 
AU 2002226751 
PRIORITY APPLN. INFO.: 

GI 



ZA, ZM, ZW 

GH, GM, KE, LS, MW, MZ, SD, 
CY, DE, DK, ES, FI, FR, GB, 
CF, CG, CI, CM, GA, 
A 20020814 
Al 20020812 



SL, SZ, TZ, UG, ZM, ZW, AT, BE, CH, 

GR, IE, IT, LU, MC, NL, PT, SE, TR, 

GN, GQ, GW, ML, MR, NE, SN, TD, TG 
JP 2001-22393 20010130 
AU 2002-226751 20020129 
JP 2001-22393 20010130 
WO 2002-JP625 20020129 
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AB The title compds . I [a, b and c independently represent each CH or N; Rls 
independently represent each hydroxy, halogeno, etc.; m is from 0 to 3; D 
represents 1, 3-phenylenediyl, etc.; Y represents an optionally represented 
benzene ring or a heterocycle; and Z represents C0NR2S (0) nR3 , etc. (wherein n 
is 1 or 2; R2 represents H or optionally substituted alkyl; and R3 represents 
optionally substituted alkyl, Ph, etc.)], useful for the treatment of 
hyperlipidemia, are prepared In an in vitro test using HepG2 cells, N-acetyl- 
3 ' - (2-quinolyl) -1, 1 ' -biphenyl-4-sulf onamide at 0.15 (XM showed LDL receptor 
gene expression potentiating activity. 



MSTR 1 



G2 




Gl 
G2 
G12 



= CH / N 
= OH 

= 66-9 68-38 




G14 



= 84 



: G2 7 



G16 = CH 
G27 = F 
Patent location: 
Note: 
Note: 



claim 1 

or pharmaceutically acceptable salts 

substitution is restricted 
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Patent 
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GI 





AB The title compds . (I; X = Cl-10 alkyl, C7-20 araikyi, Cl-10 alkoxycarbonyl , 

OH, etc.; Y = halo, Cl-10 alkyl, lower alkoxy, etc.; n = 0-4) are prepared by 
the reaction of compds. (II; X, Y, n = same as above; Rl = Me) with 
tetracyanoethylene in the presence of copper catalysts and cyclization. I, 
useful as intermediate in the production of drugs and pesticides, are prepared 
in an industrial manner efficiently and economically. Thus, II (X = C6H5, Rl 
= Me, Yn = H) was refluxed with tetracyanoethylene in MeCN to give 56% I (X = 
C6H5, Yn = H) . 




Gl = Ph (opt. substd. by 1 or more 02) 

G2 = N02 

G5 = loweralkoxy 

Patent location: claim 1 
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bone deficit conditions. 
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AB A method for treating deficient bone growth and/or undesirable bone resorption 
comprises administration of compds . comprising 2 (substituted) aromatic 
systems spaced apart by a linker of 1.5-15 A, is claimed. Thus, dithizone was 
refluxed in EtOH/HOAc for 18 h to give 25% title compound (I) . In a calvarial 
bone growth assay, I induced a 4-fold increase in width of new calvarial bone 
vs. controls. 
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Gl = OH 

G2 = 83-4 81-12 80-5 

04 = N / 26 

2? 

07 = Ph (opt. substd. by 1 or more 012) 

012 = F 

Patent location: claim 1 

FILE 'HOME' ENTERED AT 09:35:31 ON 20 AUO 2008 
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SEARCH HISTORY 

=> d Stat que 117; d his nofile 
L14 STR 



^ CH^ "^C-'-' ■'■-C^ 

^ t i 

2 =^=cH^ 3 



1 cirt 'T-c-- 

6 



X @58 



VAR Gl=N02/CN/58/18 

VAR G2=20/22/24 

VAR G3=ll/12/13 

VAR 04=50/51/53 

VAR G5=35/7 

NODE ATTRIBUTES: 

DEFAULT MLEVEL IS ATOM 

MLEVEL IS CLASS AT 18 19 58 

DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 48 

STEREO ATTRIBUTES: NONE 

L17 110 SEA FILE=REGISTRY SSS FUL L14 

100.0% PROCESSED 47108 ITERATIONS 110 ANSWERS 

SEARCH TIME: 00.00.01 



(FILE 'HOME' ENTERED AT 09:14:06 ON 20 AUG 2008) 



FILE 'CAPLUS' ENTERED AT 09:14:56 ON 20 AUG 2008 
E US2005-538126/APPS 
LI 1 SEA ABB=ON US2005-538126/AP 

D SCAN 
SEL RN 



FILE 'REGISTRY' ENTERED AT 09:15:19 ON 20 AUG 2008 
L2 124 SEA ABB=ON (100-39-0/BI OR 108-24-7/BI OR 126-81-8/BI OR 

13139-15-6/BI OR 13726-84-6/BI OR 13734-34-4/BI OR 13734-41-3/B 
I OR 14011-37-1/BI OR 15057-43-9/BI OR 15761-38-3/BI OR 
15761-39-4/BI OR 1676-90-0/BI OR 18523-22-3/BI OR 18942-49-9/BI 
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OR 2003-10-3/BI OR 202664-36-6/BI OR 2227-64-7/BI OR 24277-39- 
2/BI OR 2483-46-7/BI OR 2488-15-5/BI OR 27475-19-0/BI OR 
30095-56-8/BI OR 34582-32-6/BI OR 4142-98-7/BI OR 4341-24-6/BI 
OR 4530-20-5/BI OR 493-72-1/BI OR 5000-65-7/BI OR 504-02-9/BI 
OR 50916-55-7/BI OR 51012-64-7/BI OR 52605-49-9/BI OR 53631-18- 
8/BI OR 598-31-2/BI OR 62-23-7/BI OR 6344-42-9/BI OR 66310-85-8 
/BI OR 67-63-0/BI OR 708983-92-0/BI OR 708983-93-1/BI OR 

708983- 95-3/BI OR 708983-96-4/BI OR 708983-97-5/BI OR 708983-98 
-6/BI OR 708983-99-7/BI OR 708984-00-3/BI OR 708984-01-4/BI OR 

708984- 02-5/BI OR 708984-03-6/BI OR 708984-04-7/BI OR 708984-05 
-8/BI OR 708984-06-9/BI OR 708984-07-0/BI OR 708984-08-1/BI OR 
708984-09-2/BI OR 708984-10-5/BI OR 708984-11-6/BI OR 708984-12 
-7/BI OR 708984-13-8/BI OR 708984-14-9/BI OR 708984-15-0/BI OR 
708984-16-1/BI OR 708984-17-2/BI OR 708984-18-3/BI OR 708984-19 
-4/BI OR 708984-20-7/BI OR 708984-21-8/BI OR 708984-22-9/BI OR 
708984-23-0/BI OR 708984-24-1/BI OR 708984-25-2/BI OR 708984-26 
-3/BI OR 708984-27-4/BI OR 708984-28-5/BI OR 708984-29-6/BI OR 
708984-30-9/BI OR 708984-31-0/BI OR 708984-32-1/BI OR 708984-33 
-2/BI OR 708984-34-3/BI OR 708984-35-4/BI OR 708984-36-5/BI OR 
708984-37-6/BI OR 708984-38-7/BI OR 708984-39-8/BI OR 708984-40 
-1/BI OR 708984-41-2/BI OR 708984-42-3/BI OR 708984-43-4/BI OR 
708984-44-5/BI OR 708984-45-6/BI OR 708984-46-7/BI OR 708984-47 
-8/BI OR 708984-48-9/BI OR 708984-49-0/BI OR 708984-51-4/BI OR 
708984-52-5/BI OR 708984-53-6/BI OR 708984-54-7/BI OR 708984-55 
-8/BI OR 708984-56-9/BI OR 708984-57-0/BI OR 708984-58-1/BI OR 
708984-59-2/BI OR 708984-60-5/BI OR 708984-61-6/BI OR 708984-62 
-7/BI OR 708984-63-8/BI OR 708984-64-9/BI OR 708984-65-0/BI OR 
708984-66-1/BI OR 708984-67-2/BI OR 708984-68-3/BI OR 708984-69 
-4/BI OR 708984-70-7/BI OR 708984-71-8/BI OR 



L3 
L4 



STR 

0 SEA SSS SAM L3 



FILE 'STNGUIDE' ENTERED AT 09:21:15 ON 20 AUG 2008 



FILE 'REGISTRY' ENTERED AT 09:22:54 ON 20 AUG 2008 



L5 

L6 

L7 

L8 

L9 

LIO 

Lll 

L12 



STR L7 
3 SEA SSS SAM Lll 



STR L3 

0 SEA SSS SAM L5 



STR L5 
0 SEA SSS SAM L7 



STR L3 
4 SEA SSS SAM L9 



L13 
L14 
L15 
L16 
L17 



D SCAN 

3 SEA ABB=ON L12 AND L2 



STR Lll 
3 SEA SSS SAM L14 



47108 SEA SSS FUL L14 EXTEND 
110 SEA SSS FUL L14 



L18 



SAVE TEMP L17 JAI126FULL/A 
71 SEA ABB=ON LI 7 AND L2 



L19 



FILE 'ZCAPLUS' ENTERED AT 09:33:20 ON 20 AUG 2008 

3 SEA ABB=ON LI 7 



L20 
L21 
L22 



FILE 'MARPAT' ENTERED AT 09:33:34 ON 20 AUG 2008 
0 SEA SSS SAM L14 
6334 SEA SSS FUL L14 EXTEND 
9 SEA SSS FUL L14 

SAVE TEMP L22 JAI126MARP/A 
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FILE 'STNGUIDE' ENTERED AT 09:34:20 ON 20 AUG 2008 

FILE 'REGISTRY' ENTERED AT 09:34:55 ON 20 AUG 2008 

D STAT QUE L17 

FILE 'ZCAPLUS' ENTERED AT 09:34:56 ON 20 AUG 2008 
D QUE NOS L19 

FILE 'MARPAT' ENTERED AT 09:34:56 ON 20 AUG 2008 
D QUE NOS L22 

FILE 'ZCAPLUS, MARPAT' ENTERED AT 09:34:56 ON 20 AUG 2008 
L23 10 DUP REM L19 L22 (2 DUPLICATES REMOVED) 

ANSWERS '1-3' FROM FILE ZCAPLUS 
ANSWERS '4-10' FROM FILE MARPAT 
D IBIB ABS HITSTR 1-3 
D IBIB ABS QHIT 4-10 

FILE 'HOME' ENTERED AT 09:35:31 ON 20 AUG 2008 
D STAT QUE LI 7 
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